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citations and explanations supporting such statement 

1 . Statement 

Novelty (N) Claims 

Claims 

Inventive step (IS) Claims 

Claims 

Industrial applicability (IA) Claims 

Claims 

2. Citations and explanations 
Document 1 (JP, 3 -139293 , A ( KISHIMOTO , Chuzo) , 13 June 
1991(13.06.91) the claims and page 6, lower right column, 
lines 9-12, cited in the ISR, discloses human interleukin- 
6 -receptor-antibody, which is monochronal antibody or PM1 
antibody, and that this antibody could be developed for 
remedy for diseases caused by abnormal production of IL-6. 

Document 2 ( JP, 3 -157400 , A ( YEDA RESEARCH AND DEVELOPMENT 
CO., LTD.) 5 July 1991(05.07.91), the claims and page 8, 
upper right column, lines 20 - lower left line 9) , cited 
in the ISR, discloses an antibody against IFN/p2/IL-6-R, 
which may be monochronal antibody and that such an 
antibody can be in form of natural antibody or chimera 
antibody, or any other form suitable for treatment. 

Document 3 (JP, 3-155795, A(KISHIMOTO, Chuzo) , 13 July 
1991(13.07.91) the claims and page 3, lower left column, 
lines 11 - lower right column, line 4, cited in the ISR, 
discloses that it is hoped artificial control of IL-6 
action can be a new way of treatment for various diseases 
and that the control of IL-6 which is cause of disease can 
cure various diseases and for that purpose, nuetralization 
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antibody could be cnosidered to be used against human IL-6 
produced by using genetic engineering technique 

Document 4 (WO, 92/ 

19759, A2 (CHUGAI pharmaceutical CO., LTD.), 12 November 
1992(12.11.92) the claims, page 1, line 18 - page 4 line 
25) discloses chimera antibody and recomposed human 
antibody against human IL-6R and that the recomposed human 
antibody is considered effective for treatment. 

Subject matters of claims 1-14 are, therefore, obvious to 
a person skilled in the art from the disclosures of cited 
documents 1 -4 . 
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sa^fflK ±Et h i l - 6 Roa^ea*^*©^** 

Lt^4W©fe© (s i L - 6 R) *<ia;BifcbTttffl-e**o 

k ****** k^*"*" 
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x 6 3 A g 8 . 6 5 3 ) (J. Immunol. 123:1548, 1978). p 3 - U 1 
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Cell. 8:405-415. 1976): S P 2 / 0 (Nature. 276:269-270. 197 
8). FO (J. Immunol. Met h. 35:1-21. 1980). S 1 9 4 (J.Exp.Med. 
148:313-323. 1978). R2 10 (Nature. 277:131-133. 1979)*# 

fc**M\ ±*Xf-J >t,<DX& (Milstein^ Methods En 
zymol. 73:3-46, 1 981) m IC m U T ft 9 ~ t ft T l # £ 0 
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6, 1993) 0 CCDi-j^Si^h Itt MfbPM- 1 (h 
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WfM". /:HtfFabfe§^|iFv, H & t L «g CD F v £ 3 ^ ft y 
>^-T-3^$it^i/>r^^x^ >F v ( s c F v) K-r 

i:tfflt§:i^T'§l 0 (M^. (i\ Bird t>> TIBTECH. 9:132-137 
. 1991: Huston^. Proc. Nat 1 . Acad. Sci . USA. 85. 5879-5883. 198 
8 £#H3) c $ <^(r N s c F v <5 fc&tcffl i> -5 Hlfc J: a 
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1 . B 6 L " - I L - 6 v ? y ^ — y ? ~?+> xcbfcm 
H - 2 L d 7n ? - tm&Ltzt ML-6cDNA^^f 
?-*3. 3 kbp <D S p h I - X h o I Bffr ( L d - I L - 6 ) (Su 
ematsu^. Proc. Natl. Acad. Sci. U. S. A. . 86. 7547. 1989) Yaraamu 
rab, J. Biochem. 96. 357. 1984 fcf£f$ £ tir 3 Jjfelzfe o T C 5 
7BL/6J (B6) x (B*H7) £ O gff © (C 

Ltzo #L £ ft V7 * (c o T , t h I L - 6 cDNA© 

£ E c oR I ^fkl/:ISlSDNAOtf >^n 7 h # fff (C J; 
^ y^-y'tbXh h I L - 6 cDNA0 !! P -*HfeT a q I - 
Ban IIKrJt^ffllMTX? _^ >rL/ - o ^ ^ ^ B fe ^ n fc fl 

6vt7X^^ieLT(lbjtfe^M^^FOVt;^CD^>r>^Si 

3: bfc 0 

###J 2 . 7y hRI L - 6Rfii^(Dil 

**"*X»r*te I L - 6 R&.mVkC H 0M£ Saitoh. J. Immuno 
1. 147. 168-173. 1991i:E«$ntl^J:9i:lTSISLfc 0 c <Dfa 
5 % * >JSJEJfiL/» (FBS) ^tf t 6 aMEMfft 3 7 "C 
KT. 5 % C 0 2 OtlDfi»HSlTT«F* Lfco SHfc (con 

d i t i o n e d ) igife^HHK ^LTv7Xs IL-6RIS 
iilT^fflU; 0 ^^^©vt/xs IL-6ROIg|i N -fr > K 
^-;fEL ISACJ;^ * ? ° - "J-^Ctv I L - 6 RJ/tf* 
R S 1 5 (Sai to <^ J. Immunol. 147. 168-173, 1991) R & 5 fc" y h 
*'<J ^a-^;Ufjt- v^x I L- 6 R fctt £ ffl T M£ L 0 

s lL-6R^v)7s I L - 6 RWfitt^S, ^; ? o 
-t;^v)xl L-6RtS;ft (RSI 2) £K*$-fr/£T 7 ^ 
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-r n t*\ ^ >r ^ u k - v © if m ± » 1 o o ^ 1 £ 6 0 # m . ^ tr 

y h # U o - -J- ;U fit - 5 v h I g G f/tft £ 1 At g / ml T* 3 - h U 
^^p-^t'-f >*a^-M/: 0 :/U-h£-gfc&L. tUl 
0 0 xz g/mlOv^X s IL-6Rt*i:0*a^-H/:o ft 
^ , 7 t* y h *° U ?n--*-;U{rL-v^X I L - 6Rt/Lifc£2//g 

/mi-einx-> ^l-t:/u- h£&#b> *it7^*'Jtt^x77 

^ - -t* - t f 'J ^ o - t >»l/tn; - 7 H 7 h I gGSft (Tag 

S i gma 1 0 4 ; p-^-hn^i — ;U * X !7 i — h) £ * tr >f 
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>ta^-M, tlT 4 0 5 nmlZXZf V - h \) — y — (jg y _) 
^ffl^Ti^ffi-,fc 0 7>i;xs I L - 6 R £fi!t&-f i; 

BALB/c nu/nuv^xcio. 5mlO:/iJx^>£2[5J& 

itis -eit3 0^1:3 x 1 0 6 momtL £ nfc'w >j f- via 
ffa&mmft&m Ltz 0 1 0-2 0 b^cu^^h^. <e ltsijk^ 

b7nf>f >G*5A (Oncogene Sc i ence) 
.^tty ^ D -t;HSt#:MR 1 6-1 &mmLtz 0 

MR 1 6 - 1 C J; tltztHftcD I L - 8 IZtt ? Z * ft ® % 

MH6 0. B S F 2a)g (Matsuda <i , Eur. J. Immunol. 18:951 
-956, 1988) CJ;§ 3 H - ^ ^ > © lfc 0 & * (I J; ^ =*iii L 0 M 
H 6 0 . B S F 2 M m £ 9 6- t7^;t/:/b-Hcixio 4 MM/ 

2 0 0 u 1 /^;KZ>iT#IE (1 0 pg/ml) 
tMRl 6-lXliRSl 2fcL^ < t^^i;KlJlD^. -eLT^Sa^ 

3 7TCi:t5«CO, *T 4 4 Bf ft** Lfc 0 #h,i;h: 3 
H-*f- I *Jy (1 mci/^ owu) 4 Bf fUHgd s H _ ^. , ^ 

nsfeflij 1 . 

##0>J 1 Kfcl^Tfrfi Ltz B6 IL-6F7>xyii^ 7 

^ (B6 IL-6 T gm) £ g f£ 3? 5i£ L /c t h I L - 6 c 

DNA^^oF7>^-;x-7^v^x3 lESC^tF IL-6 

c DNA£^/cttl^IE?fri^Kf?l 1 E (^f 4 iIB& ; tUfcfe) £ 

ffl 0 B 6 IL-6 Tgmli6E^o5S (*l-5g) c 

# 1 p©* 7 Et b/co *fcIE*lia«ffK#6*5ERtf* 
7^6 El^ljf:, 
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v Y I gGlfitffc (KH5) & 2 mg/ 0 . 2mll«l*I 

silt immtzs b) «2ia^o c stt^t, 40 

^2SI(B6 IL-6 Tgm) : 4llfti:MR 1 6 - 1 Stfr 
£2mg/0. 2mllitMl*l&#t b> 5 ilBfcJ^il 2 HI oo 1 0 0 /z g 
©MR 16-1 £&T&tfb/c 0 

(B6 IL-6 Tgm) : 4 illfed »J >fift««ffi 0 . 
2 B l*#»rt^«t * U 5 £lftgm& 2 [el -do 1 0 0//gOM 
R 1 6 - 1 ZSLTBitt b/co 

fS4i¥(B6 IL-6 Tgm) : 4 iE Sfc (" 2 rag/ 0 . 2ml© 

mr i 6-i z&mftmm b. * it 5 ai&iuB 2 an r t d 4 0 

0 # g ©MR 1 6 - 1 £&T£tt b/c Q 

fS5H(B6 IL-6 Tgm) : 4 M Sfc (" 2 mg/ 0 . 2ml© 
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S£6f*(B6 I^KtfiF) : 4 «■& K ttMftf* K H 5 & 2 mg/ 0 . 
2ml#Ml*l£l*b. tlt5«H*a2@^l 00/igOKH 

|7j| (B 6 HSIff) : 4S(i(:2iiig/0. 2ml©MR16- 
^Urt^lfU *bT5fii&EmiI2lnI-3ol 0 0 # g©MR 

16-1 ^KTS4U: 0 
# |g BJJ (I ^ T ffi 18 b/cf$ffc#i£t;i:&©ii <9 

omb i s t i c s = #) i: J:^KIfii^^fif m£6(*3 
+ ( 1 0 0 - 3 0 0 mg/dl) M±.Zm&t Ifco 
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